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Proposed Linking Claims 

1 . A polynucleotide comprising ^f 3 ?^^ (jjm^nsens^to^^ sitM wfthfo^each of 
(HRE)whe re i n thehypo^duc^ 

the two repeats arc separated by a spacer 01 <u 

2. IK polynucleotide of claim 1 , wherein the HRB repeals are opuonally linked to a 

viral promoter. 

3. The polynucleotide of claim 1. comprises a trcdeotide seouenoe of 
SEQ ID NO: 10 or 11. 

4. Thepolynuc.eoudeofc,aim2,wheremu Kp romo M is a uSV40pro m oteroranMLV 

promoter. 

5. The poiynucleotideof claim 2. -«~^)^P^o-^ « 

HREs are phosphoglycerate kinase HREs, and wnerem r 
or an MLV promoter. 

8. The polynucleotide of claim 1 . wherein the HRE repeats are direct repeat, 
9 The polynucleotide of claim 1 , wherein the HRE repeats comprise a nucleotide 
sequence of SEQ ID NO: 1 or 2. 

10. The polynucleotide of claim 1, comprising the nucleic acid sequence of SEQ ID 
NO:9. 

11. The polynucleotide of claim 6, comprising the nucleic acid sequence of SEQ ID 
NO:3, 4, or 5. 

.. , - « „uw u n \ree\ to a nucleic acid of interest (NOI) 

12 The polynucleotide of claim 2, operab y linked toan»o«w 

such that the ; polynuclotide directs expression of the NOI in a host cell. 

13 The polynucleotide of claim 12, wherein the NOI encodes HTF-1 . 

14 Thepolynucleotideof claim 
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. j , . , 9 wherein the host cell is a tumor cell. 

15 The polynucleotide of claim 12, wnerein in 

, -a f Wn.12 whereintheNOlencodesatherapeuticpepUde. 

16 The polynucleotide of claim 12, wnerein m 

• , fUmU wherein the NOl encodes a cytotoxic polypeptide. 

17 The polynucleotide of claim 12, wnerero wc 

* n wherein the NOI encodes apolypeptlde capable of 

o fcrusedeuvermg tteNOItoamairmvalianceU. 
20. Tl,er*lynucleotideofclajml2,foru S eaeuvenr. B 

22. Thepo^ueleotideofdaimZ^sposedinanucleicidviralv^, 

j * vector that further comprises a 
23 Tie polynucleotide of claim 22, disposed ma ^J^Lodbg » 
nucleotide sequence selected from .) «»?^^L>cuy, of VHL RNA; (ii) one 
molecule capable of effecting the cleavage , VKL KN A processing and/or 

SS^^B^Eio^C. 

24 ^ po,ynucleotide of claim 22, herein said polype is a non-foncuona, 
derivative of wild type VHL. 

25 Th. polynucleo.de of Cairn 22, therein the viral vector is a rettovira! vector. 
2 , ^nucleotide of Cairn 22, wherein the vira! vertor is a adenoviral vector. 

c 1 • 09 herein the viral vector is a lentiviral vector. 
27 The polynucleotide of claim 22, wherein 

polynucleotide of claim 1 . 

29 . Ue polynudeo* of Cairn 1, ***** -prising a pharmaceuUcal>y accede 

carrier or dilluent. 

where hypoxia is a symptom or is other wise prese i, 
polynucleotide of claim 29. 



31. A method for producing a viral strain comprising introducing the polynucleotide 
claim 2 into the genome of a virus. 



